We have recently reported a model of epithelioid and primarily macrophage infiltration in the bowel wall and draining lymph nodes of the guinea pig, induced by the direct inoculation of quantified amounts of BCG (Pasteur) and irradiated Mycobacterium leprae into the wall of the alimentary tract. Our findings with this model in relation to the aetiology of Crohn's disease and the effects upon the granulomatous infiltrates of a variety of immune modulating agents has been discussed previously. 2 A wide variability in the number of granulomatous reactions has been reported in response to Kveim tests among patients with Crohn's disease34 and other granulomatous diseases such as leprosy. 5 All inoculations were of 50 tl and standard doses oforganisms were used -namely 2 x 101 BCG and 2 x 1O9 irradiated M leprae. Inoculation was performed using a Hamilton microlitre syringe and a 32 G needle into the serosa of the antimesenteric wall of the bowel at the level of the terminal ileal Peyer's patch. The doses used were based upon earlier work' in which they produced a satisfactory granulomatous infiltration in the terminal ileum and its draining lymph nodes and induced sensitivity to 25 ,ug of purified protein derivative of tuberculin on skin testing.
INOCULATION OF SARCOID AND NORMAL SPLEEN SUSPENSIONS
At laparotomy and immediately after the inoculation of the Mycobacteria 0.1 ml of the required suspension was injected via a 26 G needle, through which the particulate material freely passed, into the serosa of the terminal ileum 10 cm proximal to the ileocaecal junction and into the first 1 cm of the ascending colon. Care was taken not to allow mycobacterial contamination of these sites. A further 0.15 ml of the test suspension was inoculated into the skin overlying the left ear at the end of the procedure.
Using this animal model, we have previously shown that maximal granulomatous responses after the inoculation of BCG or of irradiated M leprae into the bowel wall accrue after intervals of 14 and 35 days respectively. Thus, the further Kveim tests which were injected into the right ear and pararectally after 14 days in the BCG inoculated animals or after 35 days in those receiving irradiated M leprae and the Kveim or normal spleen suspensions which had been injected into the bowel wall immediately after the inoculation of the mycobacterial antigens at laparotomy were permitted a similar incubation period of 28 days after maximal mycobacterial sensitisation before harvesting.
Control animals received 0. P=positive; N=negative. K51 =Kveim suspension; NS=normal spleen suspension.
responses resulting from the injection of Kveim and normal spleen suspensions in an experimental animal model of granuloma formation in the bowel wall of the guinea pig. These bowel lesions were induced by the inoculation of BCG and irradiated M leprae into the serosa of the ileum overlying the terminal ileal Peyer's patch. It has thus been possible to compare the reactions to these reagents in the immediately proximal ileum, ascending colon, perianal mucosa, and the skin at different times among animals sensitised with either BCG or M leprae. Epithelioid cell granulomas resulting from the injection of these reagents were largely confined to ileal Kveim test sites among the BCG vaccinated animals. In this context it is relevant to note that BCG was inoculated into the most distal terminal ileal Peyer's patch or the most proximal Peyer's patch of the ascending colon, whereas the Kveim suspension was injected into the serosa of the terminal ileum 10 cm proximal to the ileocaecal junction or into the first 1 cm of the ascending colon.' Thus, it is extremely unlikely that the positive ileal Kveim responses could be accounted for by preferential drainage of mycobacterial products to the ileal rather than to the colonic test sites. A possible alternative explanation for this finding may be provided by the fact that in this guinea pig model of granulomatous bowel disease, the area of infiltration in the ileum was significantly less than that in the ascending colon for a given mycobacterial load and that, as judged by Ziehl-Neelsen staining of tissues from the inoculation sites, acid fast bacilli were present in the colonic but not in the small bowel tissues.' The latter finding suggests possible differences in the handling of Mycobacteria in these areas of bowel which may also account for the differences in responsiveness to the Kveim suspension.
In our previous description of this model of granulomatous bowel infiltration, it was noted that both the Mycobacteria induced a significant response to purified protein derivative of tuberculin at 14 days after sensitisation in the case of BCG and, to a lesser extent, at 35 days using M leprae.' Our present findings may therefore be compared with previous studies in the context of BCG vaccination, of tuberculin sensitivity, and Kveim testing in man. In a study of 25 healthy subjects" given BCG vaccination either recently or in the past and who showed conversion to tuberculin sensitivity, five gave a granulomatous response to a Kveim test with a well validated suspension, Lot 8 of New York spleen J. Likewise, of 12 healthy subjects who showed no evidence of tuberculin conversion after a previous and more recent BCG vaccination, each yielding good scars, seven gave a granulomatous response on testing with the same Kveim suspension. As none of the subjects showed any evidence ofclinical abnormality it was concluded that a possible explanation was a normally slight tendency to become Kveim reactive after BCG inoculation, which underlying tendency was accentuated among those failing to convert to tuberculin positivity.
Our finding of Kveim reactivity in the skin in two of six guinea pigs inoculated with irradiated M leprae 35 
